Amendments to the Claims 



This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims: 

1 . (withdrawn) A method to determine the degree of serum cholesterol elevation which will occur 
in a patient during treatment with an immunosuppressant medication comprising: 

a) determining for the two copies of the IL-1 p gene present in the patient the identity of the 
nucleotide pair at the polymorphic site -51 1 C->T (at position 1423 of sequence X04500) of 
the IL-1p gene; and 

b) assigning the patient to a high cholesterol elevation group if both pairs are AT, assigning 
the patient to an intermediate cholesterol elevation group if one pair is AT and one pair is GC 
and assigning the patient to a low cholesterol elevation group if both pairs are GC. 

2. (withdrawn) A method to treat a patient with an immunosuppressive medication comprising: 

a) determining for the two copies of the IL-1 (J gene present in the patient the identity of the 
nucleotide pair at the polymorphic site -51 1 C->T (position 1423 of sequence X04500) of 
the IL-1 p gene; and 

b) treating the patient with the immunosuppression medication if both pairs are GC and using 
alternative treatment if one pair is AT and one pair is GC or if both pairs are AT. 

3. (withdrawn) The method of claim 2, wherein the immunosuppressive medication is selected 
from the list in Table 2. 

4. (withdrawn) The method of claim 3, wherein the immunosuppressive medication is 
everolimus. 

5. (withdrawn) The method of claim 2, wherein the alternative treatment comprises the 
addition of a cholesterol-lowering medication chosen from those listed in Table 1 . 

6. (currently amended) A method of determining predisposition to dotorm i no tho dogroo of 
serum cholesterol elevation whic h that w ill occur in a human patient during treatment with an 
i mmunosuppr e ss a nt m e dic a t i on everolimus. said method comprising, a ) d e t e rm i n i ng assaying a 
blood sample obtained from the patient to determine for the two copies of the IL-1P gene present 
in the patient the identity of the nucleotide pair at the polymorphic site -31 T— ►C (position 1003 of 




■of the human IL-ip gene , which is position 1903 of SEQ ID NO:1 1. wherein the 
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presence of C at the polymorphic in at least one copy of the IL-1B gene indicates that the patient 
is predisposed to serum cholesterol elevation in response to treatment with everolimus rand 

b) assign i ng th e pati e nt to a h i gh cho l est e ro l ele vation group if both pairo ar o CG t a ss i gn i ng 
tho patient to an i ntormod i at e cho l ostoro l o l ovation group if ono pa i r is AT and ono pa i r i s GC 
and assigning th e patient to a low cholest e ro l ele vation group i f both pairs aro AT, wher e in 
caid i mmunosuppr e ssant m e dication i s at l e ast ono of rapamycin, ev e ro li mus, 
mycoph e noiic acid, mycophono l oto mof e ti l , azathiophn e , cyclospor i n o , or t a cro li mu s. 

7. (currently amended) A method to treat a human patient with an immunosuppr e ssiv e 
modication everolimus comprising: 

a) d e t e rmining assaying a blood sample obtained from the patient to determine for the two 
copies of the IL-1 p gene present in the patient the identity of the nucleotide pair at the 
polymorphic site -31 T->C (posit i on 1903 of SEQ ID No.11) of the human IL-1 p gene A 
which is position 1903 of SEQ ID NO:11 ; and 

b) treating the patient with th e i mmunosuppress i on modication everolimus if the patient has 
a T at the polymorphic site in the two copies of the 1L-1B gene both pairs ar e AT and using 
alternative treatment if the patient has a C at the polymorphic site -31 T-»C in at least one 
copy of the IL-1 B gene one pa i r i s AT and ono pair is GC or i f both pairs aro CG. 

wh e r e in caid i mmuno s uppr e s sa nt med i cation i s at l oast ono of rapamyo i n, ovorolimus, 
mycoph e noi i c acid, mycoph e no l at e mofet il , azath i oprin e , cyc l ospor i ne, or tacro li mus . 

8-9. (cancelled) 

10. (currently amended) The method of claim 7 wherein the alternative treatment comprises the 
addition of a cholesterol-lowering medication chosen from a bile acid s e s questr a nt seguestrant . a 
fibric acid derivative, an HMG-CoA reductase inhibitor, and nicotinic acid. 

1 1 . (withdrawn) A method to determine the degree of serum cholesterol elevation which will occur 
in a patient during treatment with an immunosuppressant medication comprising: 

a) determining, for the two copies of the chromosome containing the IL-ip gene, present in 
the patient, the haplotype with regard to the IL-1 p gene and, 

b) assigning the patient to a high cholesterol elevation group if both said copies contain the 
"high cholesterol" haplotype and, 

c) assigning the patient to an intermediate cholesterol elevation group if one said copy 
contains the "high cholesterol" haplotype and one contains the "low cholesterol" haplotype 
and, 

d) assigning the patient to a low cholesterol elevation group if both said copies contain the 
"low cholesterol" haplotype. 
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12. (withdrawn) A method to treat a patient with an immunosuppressive medication comprising: 

a) determining, for the two chromosomes containing the IL-1 p gene present in the patient, 
the haplotype with regard to the IL-1 p gene, 

b) treating the patient with the immunosuppression medication if both said chromosomes 
contain the "low cholesterol" haplotype, and using alternative treatment if one said 
chromosome contains the "low cholesterol" haplotype and one contains the "high cholesterol" 
haplotype or both said chromosomes contain the "high cholesterol" haplotype. 

13. (withdrawn) The method of claim 12, wherein the immunosuppressive medication is 
selected from the list in Table 2. 

14. (withdrawn) The method of claim 13, wherein the immunosuppressive medication is 
everolimus. 

15. (withdrawn) The method of claim 12 wherein the alternative treatment comprises the 
addition of a cholesterol-lowering medication chosen from those listed in Table 1 . 

16. (canceled) 

17. (withdrawn) A kit for determining the nucleotide pair at the polymorphic site - 51 1 in the IL-1 p 
gene in a patient, comprising: 

a) a container containing at least one reagent specific for detecting the nature of the 
nucleotide pair at the polymorphic site -51 1 of the IL-1P gene; and 

b) instructions for recommended treatment options based on the nature of the said 
nucleotide pair. 

18. (withdrawn) A kit for determining the nucleotide pair at the polymorphic site -31 in the IL-1 p 
gene in a patient, comprising: 

a) a container containing at least one reagent specific for detecting the nature of the 
nucleotide pair at the polymorphic site -31 of the IL-1 p gene; and 

b) instructions for recommended treatment options based on the nature of the said 
nucleotide pair. 

19. (withdrawn) A kit comprising the kit of claim 1 7 with instructions for determining the nature of 
the haplotype of the IL-1 p gene from the results of the above kits and instructions for recommended 
treatment options based on the nature of the indicated haplotype. 
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